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(57) Abstract 

A drug resolvent and a drug sorbefacient each comprising at least one N-substituted-o^oIuidine derivative 
represented by general formula (I), and a percutaneousry absorbable preparation containing a drug and the resolvent 
or the sorbefacient. wherein Ri represents Ci-C* alkyl; and R 2 represents Ci-C. alkyl. 
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y h*->i-^ u >MtKv u-r >S?#E-£# 5. o 

&m.*r 4&T)\s I A 3. 0 

7- ij -t'J > 4 0.0 
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+> 'J 7 ^ »J 2.0". 

=f> »J 2.5 

7k&{fcrt/U >^ A 1. 5 

N - 7? y -f N -i-f-yb- o - h rt^f >' > 2. 0 ' 

VF^d7i> 0.5 

tS^^K 3 6.0 

N - t — ;U7--tr h T i K 5.0 

r U -* g > 5 0.0 

#'J7^U 3 . 0 

*?;Utf *v / -T^U-b/l/D — X 1. 0 

y ? WSfcT^u i ? * v r> A 1. 5 

r g -tr g >mffim^x"rJi 1. o 
lii 8 r-?m 

(M96> 

l^>-^77U>-7f U>7D7; ^S^f* 2 2. 5 

*'HV7f l/> 5. 0 

D-;>x7f;l< 15.0 

fcfctfr'^ 7 i > 5 6.0 

N-7^y<^-N-xf;l/-o-h)K-/> 1 . 0 

V x > 0.5 
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mmm 9 -r - -?m 

X f 1/ > - ^ V ^ b > - x f 1/ > 7' d 7 ?#I^f* 2 5. 0 

mh'^y ■< > 59.0 

mmm%mm<t7kmmm 5. 0 

N - y' 9 / << to - N - x f - to - o - h to -f v > 10. 0 

v ? n 7 i ^ ? 10 

smmj 0 -r- - t-sij 

u >--f v^u > - xf- u >7'd y 20. 0 

flff»'<7 7 > 4 3.5 

# 'J -f 7 7'f U > 10.0 

Dy>XXf^ 2 1.5 

N - 7* ? y ^ ;U - N - a^ ^ - o - h ;U-f > 4. 0 

? □ 7 i ? 10 

7 < tol+lzmmL, .tSBcfc OPE T^-CMl^ESfe^L v> 7 07 xt^t^ 

Zfl/>-^77°l/>-Xf l/>7*07^ &n&fc 15.0 

mW)'^7 < > 2 3.0 

t°H77'f b> 7 0 

d v > a X -r /U . 4 0.0 

N - 7? y *f ;U- N - xfyb- o - h v > 10. 0 

!rF7n7x> 5.0 
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^ftfeffj 1 2 ^-^ij 

(Sfi%) 

xf l/>-^fV^l/>-Xf b>7'p^*l^* 2 1. 0 

?5fEf<i'"7 7 < s 6 6.8 

a : J > .x x -T- )l 7.2 

N - 7*? / ^ N -a.-f-;U- o - v> > 4. 0 

7^^t'7 f D7i> 1.0 

HflEff] 1 3 -T--TM 

(mm.%) 

Zf l/>-^7^l/>-7f b>7'D 7 7 ^ft^i* 2 1. 0 

ftE»p"7 7 4 > 5 0.0 

o > i x -r ;U 2 0.5 

N-y'9y^^-N-^.^-^-o-bJi^<iy> 5. 5 

o Ar 7 7 o 7 x > 3.0 

14 -r-^jHJ 



(11%) 

Zf b>-^771/>-Xf U>7'D 7 ^*1^ 2 2. 0 

f-H77'f U> 8.0 

gf£i&'"7 7 -r > 4 6.0 

d > ji X -r ;U 14.0 

N-7;/-f;l-N-xf yl^-o - hM->'> 8.0 

^ThD7? 2.0 
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mmmi 5 ^-^ij 

di%) 

Xf l//-'f7yi'>-Xf l//7'D^*l^ft 15. 0 

«PH77f U> 14.0 

»?7 7^ > 3 8. 0 

□ v>x7f^ 2 6.0 
N-7'^/'f^-N-Jif-^-o-h>»H'^> 5. 0 
7 ^ £W- 7 2. 0 

/Co 

(11%) 

Xfl/>--(77 P l/>-Xf ^fi^f* 27. 0 

fflEfft'*^ 7 * > 5 5.0 

Dy/XXf^ 7.0 

N-7'?/^^-N-xf^-o - h^-fy> 10. 0 

x. x v ^ )\s i o 

gjjjgj 1 7 -r-r#J 

(**%) 

Xf l/>-^f77 s U>-Xf b>7'P7? *S-^i* 2 7. 0 

4 > 5 5.0 

□ v > ji X -f- 7.0 
N-y^y-f A-N-xf 'I'-o - h^K •// 10. 0 
W36&L 4 w ;U t" K 1. 0 
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nmmi o nmcrm&L, mm* vv/i/fKtWf-^iKLfc.. 

(.Hfi%) 

T^U>M»»£&fflMBE&#*>J 7 7. 0 

(i$S£ NISSETU PE-300) . (MWtfr) 
N-7';/-f/l'-N-xf;l'-o - h/Kx> 15. 0 

i8BNw;H:K 8. 0 

mmm 1 9 ^ - -rm 

-> g 3- >te*#J 8 9 .0 
(F9i»£ BIO-PSA X7-2920) 

N-Z^/'f^-N-ifil'-o - h;Kv> 7 . 0 

? o .r. -> > 4 . 0 

_bIS © # JiE# * U tz *> © * 3£ j*<*± l- MM L jg#J * £ £ C £ T' . ? 

2 0 ir - T^lj 

x*- ix >->r vri/ >- u >7'd y ?$im. j kw 2 8. o 

»ft»J'^^ > 3 0.0 

gy >xxrJl 3 7.0 

N - -?9 J -f )\>- N - 6 - I- )\"{ i? > 4. 0 

iX h =7 iS*-Jl> l • 0 

mmm i 6 tcinu-c^itL^x h 7 yt-^t w^-^'J^^u/c 0 . 

HtSffl 2 l -f - r^ij 

(MM.%) 

X U > - 4 7 ^ U > - X U > 7* D y ? Jtm&fc 15. 0 

'J >T VT'f-U > 14.0 
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2 8. 0 



ffiM'"^ 7 f > 3 0.0 

Dy>XXfil' 37.0 

N _^ D/ ?y -r ;U-N - jt.^;U- o - h ">* > 4. 0 

jr. x h -5 * - >v 10 

1 0(cmi:T^i4Ljr.X h 7 ^^--^-g-W-r-^^J^I^iSil-^^ 
ggjffcffl 2 4 ^-7°£U 



i[foW)'°^ 7 -f > 
a 5* > Jr. x -r /U 

N - 7 -tr f- ;U - N - Jr. f- /U - o - 
jr. X \>=7 : J~%—)\, 



(M 

2 8 

3 0 
3 7 

4 
1 



•% ) 
0 
0 
0 
0 
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Xfb>-<7^l/>-Xfl>7'Oy^i^ 2 8. 0 

iSfclfr'^ 7 4 > 3 0.0 

p v > i X -r /U 3 7.0 

N-T-tr^^-N-x^;b-o-h;U^^> 4. 0 

fx h Atd > 1.0 

mmm 2 6 ^ - 

Xf^--f7^^-XfU>7'D7^ ^fi-^f* 2 8. 0 

flfel&'<7 7 < > 3 0.0 

D y >XXf^ 3 7.0 

N-^O'? / -Y ;U-N- -X-f- ^- o - h > 4. 0 

-r X b X-r d > 1.0 

jgflgff] 2 7 -f- - :7*IJ 

(MM) 

Xfl/>-^77 £ l/>-Xf l/>7'n 7 ^I^ 2 8. 0 

: mm'^ ? * > 30.0 

Dy/xxf )l 3 7.0 

- h;Ky> 4 . 0 

-r X hXf D > 1.0 



jtttw i f- - -fm 



2 8. 0 
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Jfc|gff>l2 •■r-^ftl] 



3 2. 0 
3 9.0 
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D v> > : -X X -r Jl 
7 zi 9 I h > 



3 7 
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0 
0 
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^-'f77l/>-Xfl/>7'D 7 ? ^S^i* 

-x x h 7 Or — )V 
mm\ l 0ici£t;T§S!i£Lix h7yt-^tW- 

ijfEffij' "7 "7 > 

Dy >X7f ;l/ 
■r X h X -r n > 

it&ff'J 5 -r--7°#J 



2 8. 0 

3 0. 0 



3 7 
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(11%) 

2 8. 0 

3 2. 0 
3 9. 0 

1 . 0 

(11%) 
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l/>-^77 P U>-Xf 1/>7'D7^S^ 2 8. 0 

SSSl'°7 7 > 3 0. 0 

a >JLX"rJl 3 7.0 

y f-'yl/ X^t>+ •> K 4.0 

-r X h x n > 1. 0 

J±&ffJ 6 -r-7°&IJ 

(U96) 

U>-^7^1/>-Xf U>7'd^ 5&M£-f* 2 8. 0 

fttlfc'"^ 7 * > 3 0.0 

Dy>xxf ;l 3 7.0 

4.0 

•f- X hZf d> 1.0 
Ili^l 1 6 {r^UTS^atL^X h7TD>^fr-^j*a3S!Lfc. 

Mb s h #r it! *< -c /it » © (= o l * T <i 5 °C T CO #cS t> fc> & T ft o /c 0 

y^D7i>, > hv 9 •> >. v v /i/tr h\ -^x h =7 z?* — juz# 

^x b ^ ^*-/u©?gJi?14©it$;<) ir#^^L/; 0 ^4"Kfc^TT-tr 9 I 
i h> (*%Bfl©^»?#J) tiN -7 9 J -f >V- N -xf;l/ - o - MU^ 
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N-II-o - h >f S> > ^ 3* {* fC O O T * &m 
Maximizatio nj^Tif o/c D tt*>\ itttWMt 1>X ? I V 

(1) ^o^H> 

(2) N-T-fef-^-N-i^lz-o- Ml"f5>y (J^T^ T-fe*5 h><hB& 

(3) N — 7 & y^f^-N-xfyl/- o - h;t"f >>> (JsTF> ^ h > £B£ ) 

-T) 

(4) 2. 4 - ^— hn^UD^>-bf> (DNCB) : fi§t£*tm^M 

<n%kW)V}> 

H a r t 1 e y mm®.*** y h 3 2 0 — 4 0 0 g) *VlT<D£o tz& 

: w9 \ v >&vm. ^ h >^n> $ h >&r?m. dncb^ 

ftP. #&fm (S^Cot n = 7 ) 
( 1 ) 

Freund' s complete adjuvant 

(fca) £&.mmm'g?kt<Dm&?i<t®. ®<D^mzui o% (w/v) 

^M*/cii0. 1% (W/V) DNC B©^Db°lx>^*«J (D©gp 
fii:li2 0% (W/V) ©te^H^/cliO. 2% (W/V) DNCB0FCA 

(2) H&J&ft 

4 cm©Sriffi(C4 0% (W/V) <Dt£SS#>M £ /cli l % (W/V) DNCB0 
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70% (v/v) j -jvmm&o. 2m i u swjBfw&K: 4 8 mm ; 

(3) MB 

mftfflte3mm'&iz^ *ju*y w^mmmzs o% (w/v) (oymm%v> 

70% (V/V) .x^y -^fSf&^O. 2ml. ttzliO. 1% (W/V) 
DNCBOS-7-fe'J ><fcW£0. 2 &Mffi'JSPf-7 0% (V/V) 

2 4 9$mmmte*iistzo *tz. **f^»i=«, 30% (w/v> ©tttt^s© 

> ■ 7 0% (V/V) 7 0% (V/V) -X*y-;U£0. 2mli 

(4) ffjffi 

^^>y^f«J«l^2 44o<i:t>'4 8^B{^ JSTFK^-r^ 7 (&J*©BTjl.*> cttffp 
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g * *r it * if s> u m. 


i 






2 






3 



WO 96/11022 



PCT/JP95/02033 



- 34 - 



^8 



Ht I/r- jMit frfr 






n-t- SB 










IIB J*L. rtr 


TT7 Jjti Jfc: 




0 


1 


2 


3 


9u9ihv 




7 


24 


7 


0 


0 


0 


0 


0 








48 


3 


4 


0 


0 


57. 1 


0. 57 




EtOH 


7 


24 


7 


0 


0 


0 


0 


0 








48 


7 


0 


0 


0 


0 


0 






7 


24 


7 


0 


0 


0 


0 


0 








48 


7 


0 


0 


0 


0 


0 




FtflH 
ciun 


7 


9 A 


7 


0 


n 


n 


n 


o 








48 


7 


0 


0 


0 


0 


0 






7 


24 


6 


1 


0 


0 


14. 3 


0. 14 








48 


6 


1 


0 


0 


14. 3 


0. 14 




EtOH 


7 


24 


7 


0 


0 


0 


0 


0 








48 


7 


0 


0 


0 


0 


0 


DNCB 


DNCB 


7 


24 


0 


0 


1 


6 


100 


2. 86 








48 


0 


0 


1 


6 


100 


2. 86 






7 


24 


7 


0 


0 


0 


0 


0 








48 


7 


0 


0 


0 


0 


0 


0mm 


font? 


7 


24 


7 


0 


0 


0 


0 


0 








48 


7 


o 


o 


o 


o 


0 






7 


24 


7 


0 


0 


0 


0 


0 








48 


7 


0 


0 


0 


0 


0 






7 


24 


7 


0 


0 


0 


0 


0 1 








48 


7 


0 


0 


0 


0 


0 




EtOH 


7 


24 


7 


0 


0 


0 


0 


0 








48 


7 


0 


0 


0 


0 


0 



WO 96/11022 



PCT/JP95/02033 



- 35 - 

1*1*015 KfttttJjKI* 

mmm2.o^ 2 ais&vtt&mi. 2icT»e»nfcT— ^jw^e>©**^©* 
m^>niau^n^fz 0 nts^mmt. tn&w^zfjut, 6o°ci;wi 

fflLfcJMRH*. iXh5i^t-^ (0. 8mg/l 0 cm 2 ) #W«»JT**o * 
©eS*0 2 -(»«W) s EI 3 (6 0°C- 1 *£) izfn-to 
0 2*>J:OfBI3^^. HSfe#J20> 2 3©«|»J«v 6 0°C V 1 Ji 

m«j<t ur-r > i m) . f> Ku-yi/ (p i d> zm^tz {mm 

as 2 2 °o o 

mLtzm^m^mm^^a^hy^y^- (hplo iz£*)wmLtz 0 u 

(EtOH/PB, pH7. 4) fc^^l 0%x^/-;U-'J 
(EtOH/PB, pH7. 4) 

N-T-tr^yU-N-J^f-yU-o- b'l"<i?> (ACT) 
N-7>n^V -OP-N-JiM/- o - hAMTS*> (PRT) 
N-y^y -r;i/-N- jc=f-ju- o - hyi/^-^v (BUT) 

iLT^D^; h> (Cro. ) N ^yl/XyU*^ K (DMS.O) £fflt^ 
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^9 -f V 





IM 


EtOH 


PB 


ACT 


PRT 


BUT 


Cro. 


DMSO 


*t m 


0.5 


49.75 


49.75 
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48.5 
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a^&feii^^^ m. wmm2. 5~3. okg) ^ime^tLxm^ 

iOTJ4-6 0fX hX^DV^W^-^iJ (7 cm 2 , ff»ii8 0mg) 

(HPLC) laOl^l^o 
: [5]iRLfc&#£7 Om 1 V -;H?3 ^^ffltil^^^o ffitfl 

jr^y-rt^ 1 0 0ml K Lfc &<D£H P L Cffl-tf- V^OUi Lfz a 

HPLC^:M 0. 2%TO/tK : T-tr h U ^=0. 55:0. 45 
©URM: 2 4 1 n m 

TSKgel ODS-80TM 
'flftil 1 . 0ml /m. i n 

(%) : i o o - mw&ywm^m.) xioo 



ii i 



n & m m 




8 FJl & 


2 4 B# ffi & 


mmm 2 5 
n sfe m 2 6 
mmm 2 1 
it mm 6 
it n m 5 
it & 0j 4 


24. 55 ± 9. 64 
23. 21 ± 9.23 
2 1. 3 6 ± 11.83 
12. 3 2 ± 7.66 
5. 35 ± 4. 84 
1. 56± 1.17 


42. 54 ± 11.56 
35. 96 ± 10.2 1 
31. 08 ± 13.67 
19. 54 ± 11. 63 
1 2 . 9 4 ± 9.57 
3. 36 ± 2.16 



$1 nzTjiztizjioiz^ ^mnoit&viHtttmntit&Lx, mgu^^v 
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